BEST AVAILABLE COPY 



TW THE TITLE 

p_„ , line 1 . Ple:^«^ T-^piacTi^ the pre° ^rit- title with- 

■loEOBIiS-RECOSBINAN^LOS^^ BOTULINUM NEUROTOXINS 



TM THE CLAIMS^ 

Please can?^^l pending claims 10-14, 25-41 without prejudice, 
Please add the. following new claims': 




42. (New) A soluble; 
Jbotulinum toxin. 

43. (New) A soluble, 
jbotulinum toxin type A. 

44. (New) A soluble, 
botulinuin toxin type B. 



recombinant 
recombinant 
recombinant 



Clostridium 
Clostridium 
Clostridium 
Clostridium 



45. (New) A soluble, recombinant 

jbotulinum toxin types Ci, D, E, F or G. 

46 (New) A host cell containing a recombinant 

expression vector, the vector encoding at least a protexn 
derived from the Clostridium botulinum toxin, wherein the 
host cell is capable of expressing the encoded Clostridium 
botulinum toxin protein in the host cell at a level greater 
than or equal to .75% of the total cellular protein. 

47. (New) The host cell of claim 46 wherein the 
toxin is Clostridium botulinum toxin type A. 

48. (New) The host cell of claim 46 wherein the 
protein comprises SEQ ID NO: 28. 

49. (New) The host cell of claim 46 wherein the 
toxin is Clostridium botulinum toxin type B. 

50 (New) The host cell of claim 46 wherein the 

protein comprises a sequence selected from the group 
consisting of SEQ ID N0:40 and SEQ ID NO:42. 

51. (New) The host cell of claim 46 wherein the 

toxin is Clostridium botulinum toxin types C^, D, E, F or G. 
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52. (New) The host cell of claim 46 wherein the 
protein sequence comprises a sequence selected from the 
group consisting of SEQ ID NO: 40, SEQ ID NO: 42, SEQ ID 
NO:60, SEQ ID NO:66, SEQ ID NO:50, SEQ ID NO:52, SEQ ID NO: 
71 and SEQ ID NO: 77. 

53. (New) The host cell of claim 46 wherein the 
protein comprises SEQ ID NO: 26. 




tNHW) K s oluble , recorrtbinanL piuLeiu 

^tridium botulinum tox jj 

55. (New) The sellable protein of claim 54 wherein 
the portion comprises a portion of a Clostridium botulinum 
type A toxin. 

56. (New) The soluble protein of claim 55 wherein 
the Clostridium botulinum toxin comprises SEQ ID No:28. 

57. (New) The soluble protein of claim 55 wherein 
the portion of a Clostridium botulinum toxin comprises SEQ 
ID NO: 23. 

58. (New) The soluble protein of claim 54 wherein 
the portion comprises a portion of a Clostridium botulinum 
type B toxin. 

59. (New) The soluble protein of claim 58 wherein 
the Clostridium jbotulinum toxin comprises a sequence 
selected from the group consisting of SEQ ID NO: 40 and SEQ 
ID NO: 42. 

60. (New) The soluble protein of claim 58 wherein 
the portion of a Clostridium botulinum toxin comprises a 
sequence selected from the group consisting of SEQ ID NO: 44 
and SEQ ID NO: 46. 

61. (New) The soluble protein of claim 54 wherein 
the portion comprises a portion of a toxin selected from the 
group consisting of Clostridium botulinum type Ci, D, E, F 
and G toxin. 

62. (New) The soluble protein of claim 61 wherein 
the Clostridium botulinum toxin comprises a sequence 
selected from the group consisting of SEQ ID NO: 60, SEQ ID 
NO: 66, SEQ ID NO: 50, SEQ ID NO: 52, SEQ ID NO: 71 and SEQ ID 
NO: 77. 
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63. (New) The solxable protein of claim 61 wherein 

the portion of the Clostridium botulinum toxin comprises a 
sequence selected from the group consisting of SEQ ID NO: 62, 
SEQ ID NO: 68, SEQ ID NO: 54, SEQ ID NO: 56, SEQ ID NO: 73 and 
SEQ ID NO: 79. 



64. (New) The soluble protein of claim 54 is a 

soluble fusion protein further comprising a non- toxin 
protein sequence. 




65. (New) The 
comprising SEQ ID NO: 26. 



soluble protein of claim 
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ecomrnnant 



.expression — z^Bsz tOTf the ve rt or e ncod i ng — a 

co ^yjrsro g at — least — a — portion — of — a — G3reg-fer i - di urn b crt wl inum 



67. (New) The host cell of claim 66 wherein the 

host cell is capable of expressing the encoded soluble 
protein in the host cell at a level greater than or equal to 
0.75% of the total cellular protein. 

X68~. ' (New) The host cell of claim 66 wherein the 

prot^edn^ comprises at least a portion of a Clostridium 
hotulinum type A toxin. 

69. (New) The host cell of claim 66 wherein the 
protein comprises at least a portion of a Clostridium 
botulinum type B toxin, 

70. (New) The host cell of claim 66 wherein the 
protein comprises at least a portion of a toxin selected 
from the group consisting of Clostridium botulinum type C^, 
D, E, F and G toxin. 

71. (New) The host cell of claim 66 wherein the 
protein comprises at least a portion of SEQ ID NO: 28. 

72. (New) The host cell of claim 66 wherein the 
protein comprises at least a portion of a sequence selected 
from the group consisting of SEQ ID NO:40 and SEQ ID NO:42. 

73. (New) The host cell of claim 66 wherein the 
protein comprises at least a portion of a sequence selected 
from the group consisting of SEQ ID NO: 60, SEQ ID NO: 66, SEQ 
ID NO: 50, SEQ ID NO: 52, SEQ ID NO: 71 and SEQ ID NO: 77. 

74. (New) The host cell of claim 66 wherein the 
protein comprises at least a portion of SEQ ID NO: 23. 
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75. (New) The host cell of claim 66 wherein the 
protein comprises at least a portion of a sequence selected 
from the group consisting of SEQ ID NO: 44 and SEQ ID NO: 46. 

76. (New) The host cell of claim 66 wherein the 
protein comprises at least a portion of a sequence selected 
from the group consisting of SEQ ID NO: 62, SEQ ID NO: 68, SEQ 
ID NO:54, SEQ ID NO:56, SEQ ID NO:73 and SEQ ID N0:79. 

77. (New) The host cell of claim 66 wherein the 
protein is a soluble fusion protein further comprising a 
non-toxin protein sequence. 

78. (New) The host cell of claim 77, wherein the 
fusion protein comprises SEQ ID NO: 26. 

79. (New) A soluble fusion protein comprising a 
portion of a Clostridium botulinum toxin and a non-toxin 
protein sequence. 

\5 80. (New) The soluble fusion protein of claim 79 

wherein the protein comprises a portion of a Clostridium 
botulinum toxin type A toxin. 

81. (New) The soluble fusion protein of claim 79 
wherein the protein comprises a portion of a Clostridium 
botulinum toxin type B toxin, 

82 . (New) The soluble fusion protein of claim 79 
wherein the protein comprises a portion of a toxin selected 
from the group consisting of Clostridium botulinum toxin 
type Ci, D, E, F and G toxin. 

83. (New) The soluble fusion protein of claim 79 

wherein the Clostridium botulinum toxin comprises SEQ ID 
NO: 28. 

84. (New) The soluble fusion protein of claim 79 
wherein the Clostridium botulinum toxin comprises a sequence 
selected from the group consisting of SEQ ID NO: 40 and SEQ 
ID NO: 42. 

85. (New) The soluble fusion protein of claim 79 
wherein the Clostridium botulinum toxin comprises a sequence 
selected from the group consisting of SEQ ID NO: 60, SEQ ID 
NO: 66, SEQ ID NO: 50, SEQ ID NO: 52, SEQ ID NO: 71 and SEQ ID 
NO: 77. 

86. (New) The soluble fusion protein of claim 79 
wherein the portion of the Clostridium botulinum toxin 
comprises SEQ ID NO: 23. 
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87. (New) The soluble fusion protein of claim 79 
wherein the portion of the Clostridium botulinum toxin 
comprises a sequence selected from the group consisting of 
SEQ ID NO: 44 and SEQ ID NO: 46. 

88. (New) The soluble fusion protein of claim 79 
wherein the portion of the Clostridium jbotulinum toxin 
comprises a sequence selected from the group consisting of 
SEQ ID NO: 62, SEQ ID NO: 68, SEQ ID NO: 54, SEQ ID NO: 56, SEQ 
ID NO: 73 and SEQ ID NO: 79. 

89. (New) The soluble fusion protein of claim 79 
1 wherein the non- toxin protein sequence facilitates the 

^ purification of the fusion protein. 

90. (New) The soluble fusion protein of claim 79 
wherein the non- toxin protein sequence comprises a poly- 
histidine tract. 

'^"^'91'. (New) The soluble fusion protein of claim 79 

wherein the non-toxin protein assists in solubilizing the 
fusion protein. 

^\ 

92. (New) The soluble fusion protein of claim 79 

comprising SEQ ID NO: 26. 

^-93-; titew) a r'r^mpr>ct-i^-inn — CQH^rjrs-ing a _LIon - toxin 

^ot e in — sequ e nc e — and — a portion of — a — seltrirfreT"^comBinani: 
^-ei&st^rtritm — botulinum toxin wherein the compos luion rs- 
-sti bDtantially endotoxin- free ^ ^ 

94. (New) The composition of claim 93 wherein the 
porfcaon of a Clostridium botulinum comprises a portion of 
Clostridium botulinum type A toxin. 

95. (New) The composition of claim 93 wherein the 
portion of a Clostridium botulinum comprises a portion of 
Clostridium botulinum type B toxin. 

96. (New) The composition of claim 93 wherein the 
portion of a Clostridium botulinum comprises a portion of a 
toxin selected from the group consisting of Clostridium 
botulinum type C^, D, E, F and G toxin. 

,. 97 . ^ifHW) • The COmpubl L i o n o f c laim 93 whcr gin the 

hloc tr idir tarriy m:uliTiUlt\ Loxiii cumpiises at lea - at a portion of - 
vSEQ ID NO ?f>-r^ 

98. (New) The composition of claim 93 wherein the 

Clostridium botulinum toxin sequence comprises at least a 





6 



• 





portion of a sequence selected from the group consisting of 
SEQ ID NO:40 and SEQ ID NO:42. 

99 (New) The composition of claim 93 wherein the 
Clostridiun, botulinum toxin comprises at least a portion of 
a sequence selected from the group consisting of SEQ ID 
NO:60, SEQ ID NO:66, SEQ ID NO:50, SEQ ID NO:52, SEQ ID 
NO: 71 and SEQ ID NO: 77. 

100 (New) The composition of claim 93 wherein the 
portion of a Clostridium botulinum toxin sequence comprises 
SEQ ID NO:23 . ^ 

101 (New) The composition of claim 93 wherein the 
portion of a Clostridium botulinum toxin sequence comprises 
a sequence selected from the group consisting of SEQ ID 
NO: 44 and SEQ ID NO: 46. 

102 (New) The composition of claim 93 wherein the 
^- 'r.€ s Clostridium botulinum of toxin sequence 

ID NO: 73 and SEQ ID NO: 79. 

tiX 103 (New) The composition of claim 93 vr^^^f ^^^^ ^J^f 

lUJ. viNcw/ 1 •! +--ai-oc! hhe> Durification or 

non-toxin protein sequence facilitates tne puritio 

^ -^the fusion protein. \ 

The composition of claim 93 wherein the 
non-toxin pStein sequence Comprises a poly-histidme tract. 

105 (New) The composition of =1^^"^ "herein the 

non-toxin protein sequence assists in solubilizing the 
fusion protein. ^ 

106. (New) The composition of claim 93 comprising 

SEQ ID NO:26 . 

107 (New) The composition of claim 93 wherein 
the nonltoiin" protein sequence and the portion of the 
Clostridium botulinum toxin are covalently bound to each 
Other . 

108 (New) The composition of claim 93 wherein 
the non:toiir protein sequence -^ to each 
Clostridium botulinum toxin are covalently bound to each 
otSJf ir^rts of a recombinant fusion protein. 

109 (New) The composition of claim 93 wherein 
the nonltoxin" protein sequence .I'J'^l 
Clostridium botulinum toxin are covalently bound to each 
other as part of a conjugate. , 
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